and macrophages. Increased concentrations of cytokines and chemokines also are present in regions of inflammation, as are antibodies to myelin proteins. 1-s The course of MS is highly variable, ranging in severity from an incidental finding at autopsy to severe disability and death within months to years of onset. The variables responsible for these differences in clinical course are not known, but at least two events have been associated with changes in disease activity. These are infections, especially viral infections, and the postpartum period.
While there are several possible mechanisms to explain the association between infections and attacks or relapses of MS, we proposed that immune responses to an infectious agent's heat shock protein (hsp) cross-reacted with endogenous hsp present at sites of CNS inflammation that are the hallmark of the disease process in MS. Recruitment of anti-hsp responsive 1ymphocytes to such regions, with resulting release of toxic cytokines, could be a significant factor in either amplifying or perpetuating the MS disease process. We initiated a series of studies to support this hypothesis.
STRESS PROTEINS AS TARGETS OF IMMUNE RESPONSES
There are several characteristics of hsps that increase their potential to act as antigens in the development of autoimmune diseases. 6 First, hsps are phylogenetically conserved. Thus, there is greater than 50% sequence homology between certain prokaryotic hsps and that of mammalian cells. [6] [7] [8] [9] Second, hsps are the immunodominant antigens for many infectious agents, including bacteria, mycobacteria, and parasites. 1, 1 Third, hsps are expressed at sites of acute and chronic inflammation. le, 13 Thus, exposure to Modifying immune responses to hsp may be a potential new treatment option for persons with MS.
